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REMARKS 

The amendments to the claims set forth above do not add new 
matter to the claims. 

In an Office Action dated August 11, 2004, the examiner 
asserted that claims 6, 8, 9, 11, 13, 18-20 and 24 were rejected 
under 35 U.S.C. § 112, second paragraph, as being incomplete for 
omitting essential steps. Applicants hereby have amended claim 
6, from which the other rejected claims depend, to provide 
explicitly that the peptide of interest is synthesized, thereby 
obviating this portion of the rejection. Support for this 
amendment is found at the bottom of page 10 of the specification. 
The examiner also questioned the metes and bounds of an 
"analogue" of a tryptophan amino acid. Applicants respectfully 
direct the examiner's attention to the passage bridging pages 9 
and 10 of the specification and also to the passage at the top of 
page 21 of the specification. As the cited text makes clear, the 
application defines tryptophan analogues as "a group of molecules 
which exhibits similar three-dimensional structures to tryptophan 
as well as similar properties in terms of lipophilicity and 
polarity. 77 Applicants respectfully submit that there is 
sufficient guidance provided by the definition that one of skill 
in the art could determine without undue experimentation whether 
a particular molecule is a tryptophan analogue. 

Claim 18 has been rejected under 35 U.S.C. § 112, first 
paragraph, on the basis that the specification does not provide 
enablement for the prevention of metastasis. Applicants have 
herein amended claim 18 to define the action achieved as a 
"reduction" of metastasis. The application shows and describes 
that the peptides made by the method of this invention have 
general anti-tumor activity. The consequence of this activity is 
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a reduction of metastasis. Persons of ordinary skill in this art 
will be well aware of suitable methods of administering active 
agents wherein the goal is to inhibit metastasis . Ways of 
assaying for metastasis inhibition also are known to those of 
skill in the art. See, for example, U.S. Patent 6,753,328 and 
Amirkhosravi, A. et al., Thromb. Haemost. 90(3): 549-54 (Sept. 
2003) . A copy of the first reference and an abstract of the 
second are provided herewith. The paper by Amirkosravi et al. 
indicates that intravenous and oral routes of administration are 
beneficial in the reduction of metastasis. The Summary of 
Invention of the *328 patent indicates a number of different 
routes of administration for the inhibition of metastases. 

Each of claims 6, 8, 9, 11, 13, 18, 19, 20 and 24 has been 
rejected under 35 U.S.C. §102 (e) as being anticipated by Svenden 
et al., U.S. Patent Application 2003/0022821 (hereinafter the 
22821 application) . The examiner asserted that the reference 
discloses modified lactoferrin peptides which are 7-25 amino 
acids in length, with three or more cationic residues and which 
optionally are capable of forming an amphipathic a-helix. The 
examiner further asserted that the reference discloses a 
lactoferrin peptide that can introduce, by addition or 
substitution, an extra bulky and lipophilic amino acid, and that 
the peptide can be used as a therapeutic agent to treat tumors in 
patients. This rejection is traversed. 

As an initial note, Applicants wish to point out that the 
last name of the first named inventor on the cited reference is 
actually Svendsen, not Svenden; the name was printed incorrectly 
when the U.S. application was published. Mr. Svendsen and 
Oystein Rekdal, another of the named inventors, also are 
inventors of the invention described and claimed in the present 
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application. The present application claims priority back to the 
PCT application on which the U.S. application cited by the 
examiner is based. 

Although the present application thus is related to the U.S. 
22821 application, that application does not disclose the 
presently claimed invention. The claims of the present 
application are directed to a method of producing a peptide 
having certain characteristics. The 22821 application focuses on 
a modified lactoferrin peptide which has some of those 
characteristics: it is of 7-25 amino acids in length, has at 
least three cationic residues and has at least one extra bulky or 
lipophilic amino acid when compared with the native sequence. 
The 22821 application, however, does not teach, disclose or 
suggest the particular claimed method for producing a peptide 
having these features. 

The presently claimed method requires identifying a sector 
of an existing or theoretical peptide which is cationic, 
representing the peptide as an a-helical wheel and dividing that 
portion of the peptide which corresponds to the non-cationic 
sector into three further sectors which are substantially equal 
in size, incorporating into that sector which is opposite the 
cationic sector a bulky and lipophilic amino acid, incorporating 
into the two sectors which flank the cationic sector 2 or more 
bulky and lipophilic amino acids, and synthesizing the resultant 
peptide. None of these steps is taught or suggested by the 22821 
application . 

It is an established tenet of U.S. patent law that for a 
reference to anticipate a claim, each and every element of that 
claim must be disclosed, explicitly or inherently, in the 
reference. Akzo N.V. v. United States ITC, 808 F.2d 1471, 1 
USPQ2d 1241 (Fed. Cir. 1986). As the 22821 application cited by 
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the examiner does not disclose the key features of the claimed 
method of this invention, the application does not anticipate the 
presently claimed invention. 

In view of the foregoing amendments and discussion, 
Applicants respectfully submit that the claimed invention is in 
condition for allowance. 
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Inhibition of tumor cell- induced platelet aggregation and lung metastasis 
by the oral GpIIb/IIIa antagonist XV454. 

Amirkhosravi A, Mousa SA, Amaya M, Blaydes S, Desai H, Meyer T, Francis JL. 

Clinical and Research Laboratories, Florida Hospital Cancer Institute, 2501 N. Orange 
Ave, Suite 786, Orlando, Florida 32804, USA. ali.amirkhosravi@flhosp.org 

Platelets are known to play a role in blood borne metastasis. Previous experimental 
studies have suggested that platelet GpIIb/IIIa may be a therapeutic target. However, 
the need for intravenous administration limits the potential application of current 
GpIIb/nia inhibitors to cancer therapy. The aim of the present study was to assess the 
efficacy of a novel, non-peptide oral GpHb/DIa antagonist (XV454) on tumor cell- 
induced platelet aggregation in vivo and on experimental metastasis. A Lewis lung 
carcinoma (LL2) mouse model of experimental metastasis was used in this study. 
XV454 (100 micro g) was administered intravenously (via tail vein) or orally (gavages) 
to 20 g mice. To determine the effect of XV454 on platelet aggregation, blood samples 
were collected by cardiac puncture 10 minutes after intravenous and 1-24 hrs after oral 
XV454, and platelet function was assessed by aggregometry, thromb elastography and 
the Platelet Function Analyzer (PFA100). The effect of XV454 on tumor cell-induced 
thrombocytopenia was determined 10 minutes after intravenous and 3 hrs after oral 
XV454 administration. Tumor cells (2x 10(6)) were injected intravenously and 15 
minutes after cell injection, platelet count was measured and compared to baseline (pre- 
injection) counts. To assess the effect on metastasis^XV454 was administered 
intravenous or orally 10 minutes and 3 hrs before tumor cell injection, respectively. 
Eighteen days later, surface lung tumor nodules were counted and the total lung tumor 
burden assessed. In a fourth group, in addition to the initial oral dose (before tumor cell 
injection), oral XV454 was given daily for the first week and three times in the second 
week. Administration of XV454 (5 mg/kg) completely inhibited platelet aggregation 
and this effect persisted for at least 24 hrs after oral delivery. Both intravenous and oral 
XV454 significantly inhibited tumor cell-induced thrombocytopenia (P < 0.01), the 
number of surface lung tumor nodules (80-85%; P < 0.001) and total tumor burden 
(83% for intravenous group; 50% oral [single treatment] group; 91% oral [multiple 
treatment] group, P < 0.001). Overall, these data provide further evidence for the effect 
of oral and intravenous GpIIb/IIIa antagonism on tumor cell-platelet interaction and 
metastasis. 
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